Background
Introduction
The prevalence of depression is higher in patients with type 2 diabetes (T2DM), compared with those without diabetes [1] [2] [3] . In previous reviews, the prevalence of depression was found to be nearly twice higher among patients with T2DM than those without diabetes [1] [2] [3] . Epidemiological studies conducted in Spain have confirmed this finding [4, 5] .
The studies linking these two comorbid conditions support the hypothesis of a bi-directional relationship between diabetes and depression, indicating that depression itself is a risk factor for the development of diabetes [6] [7] [8] [9] [10] . Mezuk et al conducted a meta-analysis finding that depression was associated with a 60% increased risk of T2DM (Risk Ratio 1.60, 95% CI; 1.37-1.88) whereas T2DM was associated with an only modest (RR 1.15, 95% CI 1.02-1.30) risk of depression [6] .
Different authors have investigated various pathways explaining the underlying mechanisms connecting these diseases [7] [8] [9] [10] . The increased risk of T2DM in individuals with depression could result from increased counter-regulatory hormone release and action, alterations in glucose transport function, and increased immunoinflammatory activation [7] . These physiologic alterations are thought to contribute to insulin resistance and beta islet cell dysfunction, which ultimately lead to the development of T2DM. Furthermore, depression is associated with poor health behavior, maladaptive coping style, social isolation, and chronic life stress that help the development of diabetes [8] . Depressive symptoms are associated with higher body mass index (BMI) and with unhealthy behaviors such as consuming high calorie diets, which in turn are risk factors for the development of T2DM [9] .
On the other hand, when diabetes precedes depression and leads to this disease it could be a consequence of either through a direct effect of hyperglycaemia, possibly leading to altered glucose transport, or as a result of the psychological stress resulting from the knowledge of the diagnosis or from the rigours of the treatment, both lifestyle and pharmacological [10] .
Since depression is associated with reduced adherence to self-care behaviors (i.e., diet, exercise, and smoking cessation) and to diabetes medication, patients may be at risk of worse health status and increased comorbidity and would therefore consume more healthcare resources [5, [11] [12] [13] [14] [15] [16] [17] [18] . Gonzalez et al. found that the presence of depressive symptoms are good predictors of poor adherence to medications and diet and exercise regimens among T2DM patients [19] . Vamos et al. concluded that hospital stay was significantly longer in diabetic patients with comorbid depression than in those who did not have depression (13.5 days vs. 6.0 days; p<0.001) [14] . In Spain, a study conducted among patients with T2DM patients aged 35 years and over in the Basque Country estimated that patients suffering concomitant depression had an average cost per patient/year 516€ higher than patients with just T2DM (p<0.001) adjusted by the other covariates [5] . Concurrent diabetes and depression is also associated with significantly greater all-cause mortality than either diabetes or depression alone [15] [16] [17] [18] . Egede et al. showed a hazard ratio (HR) for all-cause mortality of 1.88 (95%CI, 1.55-2.27) in individuals with diabetes only, compared to 2.50 (95%CI, 2.04-3.08) in individuals with coexisting diabetes and depression [17] .
To our knowledge, no authors have investigated national trends in the prevalence of depression in hospitalized patients with T2DM. In this study, we used national hospital discharge data to describe trends in the prevalence of depression among hospitalized patients with T2DM between 2001 and 2011 in Spain. We analyzed the prevalence of depression according to specific admission diagnoses and in-hospital outcomes such as in-hospital mortality (IHM) and length of hospital stay (LOHS).
Materials and Methods
We performed a retrospective, observational study using the Spanish National Hospital Database (CMBD, Conjunto Minimo Básico de Datos), which is managed by the Spanish Ministry of Health and Social Policy and Equality and compiles all public and private hospital data, thus covering more than 95% of hospital discharges [11] . The Spanish National Hospital Database includes demographic variables (sex, date of birth), date of admission, date of discharge, up to 14 discharge diagnoses, and up to 20 procedures performed during admission. The Spanish Ministry of Health and Social Policy and Equality sets standards for registration and performs regular audits [20] . We analyzed data collected between January 1, 2001 and December 31, 2011.
Disease criteria were defined according to the International Classification of Diseases-Ninth Revision, Clinical Modification (ICD-9-CM), which is used in the Spanish CMBD. We selected all admission diagnoses of patients aged 35 years with T2DM (ICD-9-MC codes 250.x0 or 250.x2) identified based on any diagnosis field.
Discharges were grouped by depression status. Depression was classified as the presence of ICD-9-CM codes 300.4, 301.12, 309.1, and 311 in any diagnosis field.
We analyzed the prevalence of depression and the outcome of hospitalization globally and according to a series of primary diagnoses based on the disease categories included in the Charlson comorbidity index, as follows: myocardial infarction (410.x and 412.x), congestive heart failure (398. 91 [12] .
The outcomes of interest included LOHS and the percentage of patients who died during admission, which we defined as IHM.
Statistical analysis
We calculated the prevalence of depression in patients with T2DM by age group and according to the primary diagnosis by dividing the number of cases of depression each year by the corresponding number of patients with T2DM in each subgroup and year. All results are presented separately for women and men.
Variables are shown as percentages and means with standard deviation or medians with the interquartile range. Bivariate analysis of variables according to the year was conducted using binary logistic regression (proportions) and ANOVA or the Kruskal-Wallis test (medians), as appropriate. We used a non parametric test for LOHS because this variable is not normally distributed according to the Kolmogorov-Smirnov Test.
To assess the time trend in prevalence we used logistic regression analysis adjusted for age. In order to test the time trend for IHM adjusted for all other variables, logistic regression analysis was performed with mortality as a binary outcome and year of discharge, sex, age, and Charlson comorbidity index as independent variables. The Charlson comorbidity index applies to 17 disease categories whose scores are totaled to obtain an overall score for each patient. A detailed description of the approach is available elsewhere [21] .
The statistical analysis was performed using Stata version 10.1 (Stata, College Station, Texas, USA). Statistical significance was set at p<0.05 (2-tailed).
Ethics
Data confidentiality was maintained at all times according to Spanish legislation. Patient identifiers were deleted before the database was provided to the authors in order to maintain anonymity. It is not possible to identify patients either in this article or in the database. Given the anonymous and mandatory nature of the dataset, it was not necessary to obtain informed consent. The study protocol was approved by the Ethics Committee of Rey Juan Carlos University.
Results
During the study period, 4,723,338 patients aged 35 years had a diagnosis of T2DM; the codes for depression were included in the discharge diagnosis codes in 233,026 (4.93%) patients. The characteristics of hospital discharges for patients with T2DM and depression in Spain from 2001-2011 are shown in Table 1 . The proportion of men increased significantly form 27.72% to 28.93% and the mean age raised from 69.81 to 72.40 years (p<0.05). Depression was recorded as the main diagnosis in a very low proportion of discharged diabetic patients (2.39% in 2001 and 1.30% in 2011). The most common ICD-9 CM code used was 311 (Depressive disorder, not elsewhere classified) appearing in over two thirds of the subjects.
Prevalence of depression in patients with T2DM increased significantly during the study period, from 3.54% in 2001 to 5.80% in 2011 (p<0.05). Fig. 1 shows the prevalence of depression among men and woman suffering T2DM subjects by year. The prevalence of depression was significantly higher in women in every single year studied and increased from 5.22% in 2001 to 9.24% in 2011 (p<0.01). The prevalence of depression in diabetic men increased from 1.92% to 3.03% (p<0.01).
The distribution and outcomes of hospital discharges for patients with T2DM and depression in Spain from 2001-2011according to sex are shown in Table 2 . For both diabetic men and women, the prevalence of depression increased significantly in all age groups during the study period. For both sexes, the highest prevalence was observed in the youngest age group (35-59 years), although this fell with age.
The median LOHS was similar in both sexes (7-8 days) and decreased significantly during the study period. Men with T2DM and depression had higher IHM than women in all the years studied (p<0.05). IHM increased significantly in women with T2DMs and depression (4.30% in 2001 vs. 4.89% in 2011; p<0.05), although no significant change was observed in diabetic men (5.95% in 2001 vs. 5.73% in 2011; p<0.05). Table 3 shows the annual prevalence of depression among men with T2DM based on the principal diagnosis at discharge. The highest prevalence of depression was found among T2DMpatients with concomitant chronic pulmonary disease and the lowest among those with peripheral vascular disease. As expected, the highest IHM was found among men with a metastatic solid tumor and the lowest in peripheral vascular disease. However, we found no significant change over time for IHM among diabetic men with depression, according to the primary diagnosis analyzed.
The prevalence of depression was higher in women than in men; the highest prevalence was in concomitant chronic pulmonary disease (as in men). After adjustment for age (Table 4) , the prevalence of depression increased significantly for the same medical diagnosis as diabetic men. The highest IHM was found among women with metastatic solid tumor. During the study period, IHM decreased significantly in women with depression when the primary diagnosis of hospitalization was myocardial infarction (13.64% in 2001 vs. 9.95% in 2011;p<0.05) and chronic pulmonary disease (2.41% in 2001 vs. 2.33% in 2011;p<0.05); however, when the principal diagnosis of hospitalization was any malignancy, including lymphoma and leukemia, the IHM increased significantly (9.84% in 2001 vs. 13.55% in 2011).
The results of the multivariate analysis to identify factors associated with the presence of depression in patients with T2DM and IHM are shown in Table 5 .
As seen in the table and detected in the bivariate analysis, older age and having a higher score in the Charlson comorbidity index were protective factors for prevalence of depression in both men and women. After controlling for possible confounders, we observed that the prevalence of depression in patients with T2DM increased significantly over time in men and women. The adjusted increase in prevalence is greater in women than in men ( Therefore, the prevalence of depression in women with diabetes was almost twice as high as 10 years earlier. Among patients with T2DMand concomitant depression, older age and greater comorbidity (Charlson comorbidity index) were significantly associated with a higher risk of dying, in both sexes ( Table 5 ). The time trend analysis (2001) (2002) (2003) (2004) (2005) (2006) (2007) (2008) (2009) (2010) (2011) showed no significant change in IHM for men and women with T2DM and depression. 
Discussion
Based on the Spanish National Hospital Database, our results reveal that almost 5% of hospitalized patients with T2DM have an associated diagnosis of depression and that the prevalence of depression increased significantly from 2001 to 2011. We found an increase in the prevalence of depression over time in both men and women with T2DM; the prevalence of depression was more than 2.7 times higher in diabetic women than in diabetic men. Our multivariate analysis showed that the prevalence of depression increased more in women than in men, a pattern that has also been observed in most population-based epidemiological studies of people with diabetes [2, 22, 23] .
Roy et al conducted a systematic review to identify published literature on the epidemiology of diabetes and depression finding that of nine studies that examined differential rates of depression in men and women with diabetes, with the exception of one study, women had higher rates of depression than men [2] .
The estimated pooled prevalence obtained by Ali et al. after a meta-analysis was 23.8% among females with diabetes, higher than their male counterparts with diabetes (12.8%) [1] .
In Spain a cross-sectional study, conducted in year 2010 among 12,392 T2DM patients found that the prevalence of depression was 5.2% for males and 15.1% for females [5] .
Hoffman et al. [18] found that depression measured using self-report scales was associated with an increased risk of all-cause mortality (HR 2.56, 95%CI 1.89-3.47). It is logical that the prevalence of depression observed in epidemiological studies using specific diagnostic instruments is 3 to 4 times higher than that calculated based on discharge data. According to the methodology of the Spanish National Hospital Database, only those clinical conditions that Prevalence of Depression in Hospitalized Diabetic Patients in Spain affect patient outcome are codified. Therefore, patients whose depression was well-controlled during hospitalization will possibly not have these codes in their discharge report. Our results suggest that the prevalence of comorbid depression is greatest among younger diabetic adults. Several studies have shown that older age has a protective effect on depression among diabetics [22, 24, 25] . A large population-based study from Taiwan found that the prevalence of diabetes in people with major depressive disorder was especially prominent among people with depression in their thirties, suggesting that lifestyle factors among this age group may be involved [26] . Roy et al reported that a number of community-based studies in the U.S. have shown an increased prevalence of psychological morbidity in younger adults with T2DM [2] . Similar results are have been found in Canada using cross-sectional data from the National Population Health Survey [27] . Furthermore, patients with co-morbid depression and diabetes tend to be younger than patients with diabetes but without depression [15, 28, 29] . Conversely, other authors have reported older age as a risk factor for higher prevalence of depression [30, 31] .
Jimenez-Garcia et al. (2012) [4] found a negative relationship between age and psychological distress in diabetics in Spain. Younger adults may be more reactive to life stressors, experience chronic disease as more developmentally unexpected, and cope less effectively with these conditions than older adults [32] . Increased physician sensitivity to mental disorders among the younger may also explain this higher prevalence. However other study conducted in Spain has found higher prevalence of depression among older diabetic patients (age >64) than among younger ones [5] .
Different methods used in these investigations, including sample selection, setting and diagnosis methods, could explain the heterogeneity of the research literature in this field. Therefore, the relationship between age and risk for depression in people with diabetes remains complicated and needs further exploration. We found a higher prevalence of depression in diabetic women than in diabetic men in all primary admission diagnoses based on disease categories. Current evidence suggests that depression causes a greater increase in the incidence of cardiovascular disease in women, and that the prevalence of depression is higher in women with cardiovascular disease than in men [33] .
A recent study conducted by Schoepf et al. [34] indicated that T2DM increased prediction of in-hospital death in people with major depressive disorder by 17.1%. In this context, 2 metaanalyses by Park et al. [35] and Van Dooren et al. [36] report depression to be associated with a 1.5-fold increased risk of mortality in diabetic individuals. However, our results reveal that IHM remained stable over time among diabetic men and women with depression.
Of note, the comorbidity and median LOHS of patients with diabetes decreased significantly during the study period (Tables 2 and 5) ; therefore, the increase in the prevalence of depression cannot be explained with a worsening medical profile of patients with T2DM. Furthermore, according to the selected primary admission diagnoses based on disease category, we found no significant change over time for IHM among diabetic men with depression, probably because of improved treatment and superior care in these patients [37] .
Health care professionals need to be aware of the increased risk of psychological distress and mental disorders, such as depression, in patients with diabetes. We agree with other authors who recommend screening for depression and affective disorders several times per year, perhaps at each clinical visit, particularly in younger adults [4, 38, 39] . Practice guidelines indicate that because patients with diabetes are more likely to be affected by depression, periodic assessment and monitoring of depression and other mental health conditions is an important component of the management of these patients [40] .
The strength of our investigation lies in its large sample size and standardized methodology, which has previously been used to investigate diabetes in Spain and elsewhere [41, 42] . Nevertheless, our study is subject to a series of limitations. Our data source was the Spanish National Hospital Database, which contains discharge data on hospitalizations in Spain and uses information the physician has included in the discharge report; therefore, it does not include all the variables in the clinical history. Our results are consistent with those of other studies, which suggest that the difficulties in distinguishing diabetes-related symptoms from depression-related symptoms [3, 43] may be explained by an increase in the number of diagnoses of depression or greater codification of the diagnosis of depression among patients with T2DM. Furthermore, the severity of the disease and the use of medications for depression (insulin and/or oral) are not collected in the database. However all codes included in the database are physician diagnoses, no information from interview data nor questionnaires is collected.
The national database is also limited by its anonymity (no identifying items such as number of the clinical history, the name of the hospital or any ID or code is provided), which makes it impossible to detect whether the same patient was admitted more than once during the same year. In addition, patients who moved from one hospital to another would appear twice.
Nevertheless, this dataset, which was introduced in Spain in 1982, is a mandatory register, and its coverage is estimated to be more than 95% [20] .
To date, no validation study to assess unreported diagnosis of diabetes in administrative databases has been conducted in Spain. However, a recent review and meta-analysis by Leong et al. (2013) concluded that a commonly used administrative database definition for diabetes had a pooled sensitivity of 82.3% (95%CI, 75.8-87.4) and specificity of 97.9% (95%CI, 96.5-98.8), based on findings from 6 studies with complete data available [44] . While this definition appears to miss approximately one-fifth of cases of diabetes and wrongly classifies 2.1% of non-cases in the population as diabetes, it seems sufficiently sensitive for monitoring prevalence trends in the general population if its accuracy remains reasonably stable over time [44] . Several studies indicated that hospital discharge registers and the use of an administrative database for diagnosis of psychiatric diseases, including depression, were sufficiently sensitive and specific to be used in epidemiological studies [45, 46] .
We were unable to calculate diabetes-specific cumulative incidence rates, because no studies in Spain cover blood glucose measurements for the entire population; consequently, no precise estimation of the prevalence of diabetes is available [47] .
We did not include data of does under 35 years because the number of persons with T2DM under this age was very small (<20) in all years analyzed and possibly some of those were coding mistakes really corresponding to T2DM [5, 47] . Previous studies conducted in Spain have shown that T2DM is uncommon at younger ages and used this same age group [5, 47] . Concerns have been raised about the accuracy of routinely collected datasets; however, since these datasets are periodically audited, the quality and validity of our dataset has been assessed and shown to be useful for health research [48] .
In conclusion, we provide national data on changes in the prevalence of depression among hospitalized patients with T2DM. Our results show that prevalence of depression increased significantly in diabetic patients from 2001 to 2011 even if the health profile and LOHS have improved over this period. Depression is associated with female sex and younger age. Given the rapid increase in the prevalence of diabetes and diagnosis of depression, these findings emphasize the need for further improvement in programs targeted at preventing, monitoring, and controlling depression in patients with diabetes. 
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